ABSTRACT
be valid instruments for causal inference in Mendelian randomization [53, 54] . Indeed, 120 in the last few years Mendelian randomization has become a very popular method for 121 causality inference in observational studies [54, 55] . 122 Therefore, our main goal in this study is to examine whether there exists a causal 123 association between the long-term exposure to genetically increased (or decreased) 124 BMI and ALS onset. Consequently, SNPs which influence BMI would also affect the 125 risk of ALS through changes of BMI. To do so, we conducted the largest and most 126 comprehensive two-sample Mendelian randomization analysis to date by using 127 summary statistics obtained from large-scale GWASs with ~770,000 individuals for 128 6/23 131 We selected 1,031 independent index association SNPs (p<5.00E-8) to serve as 132 instrumental variables for BMI (Table S3) randomization relies on some crucial modeling assumptions (Fig. S2) 
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